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Reviewer Comments to Author:

The authors present a novel tool scMAPA for the identification and quantification of

alternative poly-adenylation sites from scRNA-seq.

The manuscript has had a substantial re-write and additional analyses performed since the
previous submission. It has been improved significantly and previous comments addressed.

Major comments

In the Findings section there is too much methodology mentioned in it but without the

detail so makes reading it harder. In the Findings section a focus should be on the results

such as the comparison to Sierra and scAPA and what was identified in the PBMC and Mouse data.
The authors need to also ensure the past tense is used consistently throughout. An example

is:

p.13 para 2 line 14 "we test if they express highly"

is better as

"we tested if they were expressed highly"

On p. 9 para 1 line 4 different numbers of cells were defined: "6, 8, and 13 types for 1k, 5k, and 10k data
respectively"

How representative are those numbers? There are 5x more cells in the 5k data than 1k yet

only a third more cells types. The 5k vs 10k are more consistent: 2x cells and ~1.5x types.

p. 10 para 1 line 3. scMAPA found 40.7% genes as being APA compared to the other tools which
found between 11.6-18.9%. Do the authors know whether that is a biological valid percentage?

p. 10 para 2 line 4: "enrichments to 32 IPA terms that are characterized with keywords "blood" and
"hematology", suggesting that the APA genes identified by scMAPA can play important roles in PBMC
biology".

The PBMC dataset is a blood cell dataset which one would be always enriched with the terms
"blood" and "hematology". Is that not so? How is the IPA returning enrichment for these

terms a measure of scMAPA accuracy?

p. 11 para 1 line 9: "Since bone marrow is developmentally related to peripheral blood, GATA2 may
undergo the APA event in the PBMC under similar molecular mechanisms."

This statement needs to be supported with further evidence or the authors should say this

is speculation.

Minor comments

Abstract: para 2, line 3: "To release the assumptions" should be "To avoid the assumptions"



p-values reported in scientific notation should be in the form 2.2 x 10*-16 not 2.2e”-16 as
reported on p. 7 para 2 line 15. Also 107-2 (p. 10 para 2 line 5) is better as 0.01

p. 10 para 2 line 4: spell out acronyms the first time they're used: B-H as Benjamini-Hochberg
p. 11 para 1 line 10: "biologically reasonable APA genes" should be "biologically relevant

APA genes"

p. 14 para 2 line 9: is "1073.5" what is meant here? Re-write in proper scientific notation

as mentioned above.

p. 22 para 1 line 6: "at least 20 raw counts" of what?

p. 24 para 2 line 4: "than In(2), corresponding to a 2-fold change in odds ratio" is

incorrect as In() is the natural log so In(2) equals 0.693

p. 24 para 3 line 1: "scMAPA can be easily extended" is better as "scMAPA has been extended".
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